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TABLE  10-5

Estimated Daily Doses of N-Nitrosopyrrolldine  (NPYR)  that Correspond

to Specified Levels of Risk for Liver Tumors in Rats.    Estimates are

Based on Data in Table  10-4, with the Highest Dose Excludeda

Model

One-hit  (dp
Multistage (

Multihit (d

Doses of NPYR, mg/kg Body Weight/Day, by Level of
,-4

Risk (PQ)

10

10"

10

10"

3.0  x 10"2       3.0  x 10~4       3.0 x 10~6     3.0 x 10~8

2.3 x 10"1       2.3  x 10""2       2.3 x 10~3     2.3 x 10~4

(2.3  x 10~J)b    2.3 x 10~5)   (2.3 x 10"7)

3.1  x 10""1      6.5  x 10~2       1.5 x 10~2     3.4 x 10~3

(3.1  x 10~3)    (3.1 x 10~5)  (3.1 x 10~7)

lBased  on data from Preussmann et_ suL.,   1977.
lumbers  in parenthesis are the linearized estimates.

the multihit model, where  1.92 = 3.14 - (1.65)(0.74), and uses this
value of h for extrapolation with the same model.    The first method
(A)   forces low-dose linearity,  whereas  the  second method (B)  allows
for a minimal amount of low dose nonlinearity, as suggested by the
95%  lower confidence limit on h.    Results calculated by both methods
are presented in Table 10-6 as unit of dose per unit of body weight
and per unit of  surface area for risk levels   10    ,  10    ,  10, and
10~8.

Comparison of Tables  10-5 and  10-6 indicates that there are con-
siderable differences among dose estimates,  especially at the 10
and 10~8 levels, depending on the choice of model and extrapolation
method adopted  (e.g., linearized,  lower confidence limits on certain
key parameters, etc.).

Risk Extrapolations for Nitrite Plus Amine.    There are no re-
liable dose-response studies in which tumor induction has been ob-
served to increase with the dose of nitrite alone.    The Interagency
Working Group on Nitrite Research (Food and Drug Administration,
1980) reanalyzed an earlier study in which rats were fed different
doses of sodium nitrite over a 2-year period (see Chapter 9).    No
significant dose-response curve resulted from this study.    Accordingly,